It is recognised that a significant Dumber of patients who develop vulvar iDtra-epithelial neoplasia (VIN), will have had previous genital tract neoplasia. This has resulted in speculation that there may be a common aetiology and, in particular, on the possibility of an infective element. Four such cases from the Vulva Clinic at the Western Infirmary, • Glasgow are presented for discussion.
Introduction
Multifocal intra-epithelial neoplasia of the female gen ital tract has become an ever increasing problem for ~ gynaecologists 1 • Some authors, recognising its .. frequency a nd the association with human p~pi ll oma virus (HPV) as an aeti ological co nsideration , havc call ed this synd ro me Genital Neoplasm-Papillo ma Syndrome (GENPS)'. In thi s, there is probably considerable merit as it is now well recognised th at .. comdylomata caused by HPV lypes 16 and 18 have 4i malignant potential). Unt il we have a simple and more widely avai lable typing test to identify those vi ruses with malignant potential and, therefore , to be selective in trea tment , it makes sense to trcat them all. There is • some evidence that such a typing test may become mo re widely available in the near futurc 4 . H ard epidemiological evidence on causal relationships is still lacking , and, as a result , although most authors would treat viral change at least with suspicion , there remain some who coun sel a t:onse rv~tive approach5.
• The four case reports presented from the Vulva Clinic • at the Western Infi rmary, G lasgow are used as examples of multi -focal genital tract neoplasia, possibly associated with pre-existing viral changes, and to discuss the di agnosis and manage ment of vulvar intra-epithelial neoplasia (VTN) , the major resea rch interest in the • Vulva Clinic tl •
Patients, Materials and Methods
Patients are referred to the clinic from a variety of sources, and gene ra l practitioners, genito-urinary , physicians and gynaecologists are the major o nes.
Referral of suspi cious genital lesions, such as thosc illustrated in Figures t & 2, for co lposcopic assessment and directed outpatient biopsy under local anaesthetie is th e initial management. Most , if not all eoiposcopists nowadays will be looking at the ge ni tal tract as a whole • rather than just at the cervix , and the ability to interpret these clinical findin gs co ntinues to improve . In the experience of th e vu lva clini c, 30% of patients with VIN had pre-existing or previously treated gen ital tract neoplasia ( Table I ). All the cases described below , we re ~ colposcoped with a Zeiss OPMI 6-H colposcope and the vulvar disease was treated with a Coherent System 450 C02 Laser to the second surgical plan (Table 2Y' . At high power, and und~r colposcopic and vital staining guidance , a rapid skinning method is used to move through to the seco nd surgical plane ie . through the epidcrmis to the papillary dermis . It is the ability to recognise these planes which controls depth and permits healing without significant scarring. localised vulvar lesion presenting as pruritis vulvae one year ago had been excised and was histologically described as "severe degree of vulval dysplasia amounting to epithelial carcinoma-in-situ (ClS)", (This. we would now call VIN Ill). At cervical colposcopy a Stage lib carcinoma was found, and other areas of VIN were also found on vulvar biopsy.
Wertheim's hysterectomy was performed and the vulva were subsequently treated with laser to the second surgical plane , She continues to attend for follow up, • and repeat outpatient vulvar biopsy has shown no recurrence of disease although onc persistent area of itch was treated with laser under local anaesthetic to the first surgical plane .
Case No 2. Mrs C D was a 42 year old lady who \"'as ~ referred to the vulva clinic for a second opinion as to the nature of an irritating erythematous patch of vulvar skin . She had previously been found to have histologically diagnosed " Bowen's Disease" in a pateh of vulvar skin overlying a cyst in 1981 but no treatment was prescribed . f Also in 1981 she had had a total abdominal hysterectomy iI for cervical intra-epithelial neoplasia (CIN) diagnosed on cone biopsy following abnormal cervical cytology. On colposcopic examination , unilateral lesions were initially seen hut with the application of 5% acetic acid .. lesions on both sides were visible. Partial laser vulvectomy to the second surgical plane under colposcopic control was subsequently performed and she continues to be followed up at the vulva clinic.
Case No 3. Mrs E F was a 79 year old lady referred to i! the vulva clinic with a long history of pruritis vulvae. A • stage lIb cervical carcinoma had been treated with radiotherapy, and unfortunately this was subsequently complicated by radiation necrosis resulting in excision of the sigmoid colon and colostomy. She had also had vulvar warts trcatcd in the past. A year before referral ~ an itchy vulvar lesion had been diagnosed as Lichen Sclerosis et Atrophicus and was treated with dienoestrol cream. As no real improvement ensued, she was referred to vulvar biopsy which was pedormed under general anaesthetic. Histologically this was seen to be VIN Ill. J Colposcopic assessment, aided by the application of • 5% acetic acid and 1 % toluidine blue, showed that the lesion was well circumscribed and confined to the left labia, Colposeopieally directed laser treatment to the second surgical plane was performed, and she continues to be followed up in the vulva clinic.
• Case No 4. Mrs G H was a 28 year old lady with Letterer-Siwe Disease. She was noted to have a suspicious warty lesion on the left labium when undergoing suction termination of pregnancy, and she had previously complained of pruritis vulvae. A biopsy was .J taken and proved to be VIN Ill , At colposcopy CIN III , was also detected and confirmed histologically. Further colopscopic -examination revealed the presence of vaginal intra-epithelial neoplasia (VAIN). She underwent colposcopically directed diathermy to the .. cervix, and the vulvar and vaginal lesions were biopsied again for further assessment. At review 3 months later multifocal intra-epithelial disease was present in all three sites. Under general anaesthesia, these areas were vapourised with the C02 laser. At review one month • later, she appeared colposcopically to be free of disease • but continues to be followed up.
Discussion
Two of these patients had a history of genital condylomata and one a history of Bowen's Disease. The latter • is a descriptive term and the International Society for the Study of Vulval Disease (ISSVD) no longer recommends the use of this eponym (Table 3) . It is now classified as VIN 3 under the recommendations of the ISSVD (Table 4) 9. Although HPV typing was not available to the clinic, the history gives some credibility to \ the theory of the existence of some causal relationship between viral infections and the subsequent development of intra-epithelial neoplasia.
It is interesting to note that all the cases presented with pruritis and that this is the commonest presenting • complaint in those referred to the clinic.
Perhaps the most important point is that illustrated by Case No 1. Had not this patient been subjected to a full gynaecological investigation when she was referred with pruritis, a Stage lIb carcinoma of cervix would have been missed. If there is a lesson to be learned from this' , paper, it is that anyone presenting with recurrent or chronic vulvar irritation should have a careful and thorough colposcopic and gynaecological examination of the whole genitalia. This is particularly so when a history of condylomata is given, or when VIN is suspected . All the cases had some degree of cervical neoplasia and this has been associated with pre-existing viral disease lO • It is notable that this was associated with the worst grade of VIN (Tables 1 & 4 ). The cervical disease was treated in an orthodox and well accepted manner Table 3 Vulvar Disease Terminology to be Deleted and sufficient has been written elsewhere about the management of cervical disease to make further discussion of this unnecessary. The management of VIN and vaginal intra-epithelial neoplasia (V AIN) is not, however, so well documented , and will therefore be discussed in more detail.
Although the ability to diagnose the disease is improving with the use of colposcopy , vital staining and directed biopsy, it is still contentious as to which grades of dhiease need treatment. C IN has been sufficiently studied to give a reasonable idea of the natural histo ry but the same cannot be said ofVIN or VAIN. Nevertheless. it would he tempting to assume that they exhibit a similar pattern (although this remains to be proven) and to treat on the basis of a progressive spectrum from mild atypia to invasive disease as is seen in the cervix. VIN f and 11 may, however, revert to norma1 9 in many cases, and follow-up only may be the best management. Most cases do complain of itch , however, and treatment is often indicated because of this.
The illitial step is to make a firm diagnosis. Examination is performed colposcopic"aUy assisted by vital staining with 5% acetic acid 6 ; this will demonstrate the dull grey, non-reflective often velvety appearance usually seen in cases of VIN (Fig I) . Directed biopsy gives a satisfactory sample for histological diagnosi s (Fig  3) . Outpatient biopsy of the vulva under local anat:.slhetic is a simple procedure, relieves pressure on bed occupancy and theatre time, and is without significant morbidity7.
VJN is best treated using the carbon dioxide laser and all the vulvar lesions in the cases described were treated in this way. It will be appreciated that laser treatment to the second surgical plane does not treal the bases of the . . 
I
pilosebaceous glands and this epithelium will remain abnormal in so me cases ll , 12. This means that scrupulous colposcopic follow-up is mandatory and that retreatment will sometimes be required. Jt is, however. likely that this rem<:lining epithelium contributes to the • . speed of healing of the vulvar epitheli um 13 . Some authoritie!<. suggest that, where disea se is found in the base of the glands, wide local excision is required 14 . This is potentiall y very muti lating, and this fac t must be borne in mind as the age of the patients at presentation appears "'1 to be falling l. Local an<lesthetic may be used for the group.bmj.com on November 2, 2017 -Published by http://jramc.bmj.com/ Downloaded from treatment of small Icsions L5 and colposcopy and staining
• will help delineate disease; larger areas will still require general anaesthesia. V AIN is even more of an unknown quantity but fits logically into the patlern of events suggesting an infective association. The argument for treating is exactly • that for the vulva. The laser is the ideal tool for treatment and its versatility is excmplified by Case No 4 where disease in three sites was treated with the laser without the need to resort to conventional surgery. Unfortunately not enough is yet known about the natural history of VlN and VAIN and long term follow-• lip is therefore cssential, not only to detect any recUrrent disease but also to add to the slowly developing body of knowledge of the epidemiology of these diseases.
'I
• . . . . tion appears to be establish ed and this necessitates positive action to increase public and medical awareness so that patients suffering from these diseases may be referred , treated and followed up. Improving ability with genital tract colposcopy , improvements in the speed and accuracy of viral typing , and research into immunological aspects of intra-epithelial neoplasia will continue to enhance the capability to detect, treat and therefore to prevent serious situations such as that seen in Figure 4 , where a vulvar carcinoma, which had been missed at biopsy under general anaesthesia, was readily identified colposcopically.
